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I 0 0 0 1 ] 

*$m\±, mwfflmmm&omm<v-o tt^wynfr- 4? aerate 

[ffS«] 
[0 0 0 2 ] 

IftteM&teJifi^SXhronic Obstructive Pulmonary Disease: (J^T\ [COPDj btfM.~tZ> 
o ) t(±. «te&«3:ifc. *Sv>iffifo«i:J:i), 3ifTtetf>H*te**t»# 

*■ #ft tta^i-C*5o C0PD t'*3lt^> *C««0 KB 14 > 5M8&it^ *3 It 4 *«tffiSt±# 

5&«, ^^coC0PDM^<75# < ttJW*CM«ttW«^I**i'o W*Ut*>*:*:<0 V**"7t 9 9- 
^»*^$l±#<Wff»I%J: l?W^5&>-C*So 2 0 0 l^«SNational Heart 
, Lung and Blood Institution (NHLBI) t World Health Organization (WHO) t <D^WIX 
Global Initiative for Chronic Obstructive Lung Disease (GOLD) £ ifc"* 
t*4i^:, 1 9 9 0#co|JlS-e{i-ffi:#^^>COPD(Z>'im^{4^14^9 . 3 4/ 1 0 0 0 

f fc*14-ett 7. 33/1 ooot^otfi^ ii$^fi:iSv^l-e*s 0 I10f 
jUira l o copd-^« l -c«£n & *lt v> & o a, ^t=^M»J ^rn^f K4Ktt 

o 

[0 0 0 3] 
[0 0 0 4] 

[##^tf 1 ] Pauwels, R. A., Buist, A. S. , Calverley, P. M. , Jenkins, C. 
R. , and Hurd, S. S. "Global strategy for the diagnosis, management, and pre 
vention of chronic obstructive pulmonary disease. NHLBI/WH0 Global Initiativ 
e for Chronic Obstructive Lung Disease (GOLD) Workshop summary." r American 

journal of respiratory and critical care medicinej , vol.163: PP. 1256-1276, 

2001. 

W-WffX1$.2\ Barnes, P. J. "Novel approaches and targets for treatment o 
f chronic obstructive pulmonary disease." [American journal of respiratory 
and critical care medicinej , vol.160: S72-79, 1999. 
[0 0 0 5] 

i?**--tfl±, m^m^i-^Wmrm (elastic fiber) ©±j£fl"C*;&^»te 

-tf{±, ^fM4t^ut(:J:ot, C0PDO— «t?**JMUK£«M|C'tS i fc*** < 
b%nbtix&t), x-7 7,9-m®.^WsW, m%M<DW}^j^'T^t uiv»?>iiTv»4. 
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[0 0 0 6] 

^&#c^cfl<^ ^9X^-4f^siw^$tLS'/nxT— IfOia***. C0PDO 

& « co t&fif t'tasro <d x \± ft^frt^d mm kx-^ § , ?° n 7- r - 

&$^U S tz% htiiz-fuy-r- mmnx&Z> T R ^IR^CQPDSrSil* ^WJ"T 

9^^--tf^-^-tf7°nxT-+f<7) Pl#£iJ , 3 1 t tt C0PD co :f&t& 69 Ik Vxte^fe * 

mm * m&z-r %>tz*b <o^m 

tB|E#2 005-3036556 



#M 2004-094065 



2/ 



[0 0 0 7] 

ptk < t & -am± * # tr i t £ #m t -r & . ^tr-^ , x «copdo^ w x 
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[ 0 0 0 9 ] 

< ^:§PJ5 co "7° n 7" T — *tf m^M , R ZFCOPDCD^ffiX \t %3&M > 
[0 0 10] 

V Ks> ^^'/Sttlfilt li, l/F7^^ (KfttS7G, reduction-oxidation) OM^^M 
^ V — Clt^>'f V ^y-f- Ki^ 3 , HO-1 (AAt^y^t-^ - 1 ) ^WbtL* 
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f t V y > 7 r $ 'J - tit *° 'J ^7"f KH t a, ftl/K+'» (J^.T TTRX 
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* o T, <& t i> t „ Kft%tirZ> *° U ^^f - K«tr£ * (#FJ 2 0 0 2 - 1 7 9 

5 8 8^#PS) o 
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[0 0 14] 

TRX-Pii. V^T->f ^3S*«r^trffittffiffc(-Cys-Xl-X2-Cys - : XI , X2ti, T 
[0 0 15] 

tot, ^P|tf ^ TTRX-PJ tw{±, ±|B75#. yft-i>g^v7iV7^ Kit 
[0 0 16] 

Mttf|5f£<7)*WJ i: LTlis -Cys-Gly-Pro-Cys -Cys-Pro-Tyr-Cys -, -Cy 
s-Pro-His-Cys -, -Cys-Pro-Pro-Cys k*l&7& 5 \ -Cys-Gly 

-Pro-Cys m*&z.X&JfZtix^Z,W>mx*%>2>tzlt>, -7>?Xtf 

[0 0 17] 

TTRX-PJ K (i N -MfcftfcWu #!) x. J2\ W ^ - Cy s - G 1 y - Pro - Cy s -"C&S 
ftVW> (TRX) , ^>^l/F^r->^W^Wo 
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[0 0 18] 
[0 0 19] 

MHfe.fr h TTRX-PJ tmmi- LTIi, ttT^*ft«$Jt^ 

°(A) t hfi*0«tt^^ttffli-i>^ (Mf 1 - 8 5 0 9 7-§-<&$R«M) 0 

(B) »^fi*&*.te*JBv>;&;£ft (fl¥l- 8 5 0 9 7^>W#3S) o 

(C) ^"/f - K^j£&£JSv>S (#ri¥5 - 1 3 9 9 9 2 -§-&8Mf#JRQ o 
[0 0 2 0] 

^:^(7)-7 0 nxT--1fffiWJ-^COPD<7D^ISSX{±^»J*co. *»*^<0^*l±^ SWK 

MiR-ftUf&v^. 0 . 0 0 0 1 -10 (w/v %) , §f 4 L < (i 

0. 0 0 1-5 (w/v 96) , ilCWJ^i^, 0. 0002-0. 2 (w/v 96) , 
04 L < ti 0 . 001-0. 1 (w/ v %) , mMM<Di§^, 0 . 0 1-50 (w/ v % 
) , 04 L<{± 0. 0 2 - 2 0 (w/v 96) ftltigt^^ ^fLU«t 

[0 0 2 1 ] 

^H^oynxT--Hffi«J^C0PDC0^KX^^»JO^*{±. ^wt 

(D^mX^mM^<D^m^<DMfr\ lkgSfcH. 005~500mg, 04 

L<{4> 0. 1- 1 0 Omg, fit, SACMLt lH*fc»), TRftfc LT0. 0 lmg 
(04L<(±O. lmg) , ±ItLT, 2 0g (04 L< (4 2 0 0 Omg, JH904L 
<li 5 0 0mg, ICfffKlilOOmg) tteZXiiz, 1 III±S®}:^ltt, i 

[0 0 2 2 ] 

ft^es, xti^ttib*^- K-rsa^^pt'w— a^ma-cfflv^'fifc, -taia*^ 

[0 0 2 3 ] 

Xlit&*JS*i:^fcLtfeAv»o -e-O^I»XliM*JS«-i:Lri±, 1 . -5. 

[0 0 2 4 ] 

1. ^fvx-^-7>^^-xf : 

#!lxJ£\ LTB4 antagonists (0Hx.liLY29311, SC-53228, CP-105,696, SB201146, BIIL284 
). 5'-Lipxygenase inhibitors (^flxJfzileutin, Bayxl005). Chemokine inhibitors. I 
L-8 antagonists ($|x.(;fSB225002; CXCR2 antagonists) . TNF inhibitors (MxJimonoc 
lonal Ab, soluble receptors, MMP inhibitors), Antioxydants (Mx.i£NAC, NAL, 

^-^-t + ->Ky^A^-lff), Prostanoid inhibitors (1? !l x. if C0X-2 in 
hibitors, thromboxane antagonists, isoprostane receptor antagonists). iNOS inhib 
itor # 

[0 0 2 5] 

2 . fa&mn : 

fflxJf. Phosphodiesterase 4 inhibitors (08 x. f£SB207499, CP80633, CDP-840). NF-kB 
inhibitors (#!)xJil-kB kinase inhibitors, IkBa gene transfer). Adhesion inhibit 
ors (i5!lx-ifanti-CDll/CD18, anti-ICAMl, E-selectin inhibitors). Prostaglandin E a 
nalogs (^IxJfmisoprostil, butaprost). t^F*'f> (MxJflL-lO) . p38 MAP kina 
se inhibitors (#[l x. If SB203580, SB220025, RWJ67657). Colchicine. Macrolide antibi 
otics (M x. ^"erythromycin, clarithromycin, roxithromycin)^ 
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3. >\z tf*- : 

f!lx.f£\ Neutrophil elastase inhibitors (Wilf ICI200355, ONO-5046, MR-889, L658, 
758) , Cathepsin inhibitors (Mx. if suramin) N Matrix metal loprotease inhibitors ( 
$lx.f4"batimastat, mar i mas tat ^ KBR7785K alphal-anti trypsin (ix ifpurif ied, huma 
n recombinant, gene transfer) ^ Secretory leukoprotease inhibitor, Elafin# 

[0 0 2 7] 
4 . Immunoregulators I 
M x. {^3S^tlJ^ijFK506^ 

[ 0 0 2 8] 

[ 0 0 2 9] 

$Wffi#iLt, I«$iJ, rS-iRSU, *S^J, $»J, £5£#J, 3tP*£t»J, *^J, # 

®i£tm $utm, wmm, m.$mmm, imn, mmm, mmn, nmm, 

[0 0 3 0] 
[0 0 3 1 ] 

WoynfT-* M#J ^ C0PDO ^ f± ^^FJ tt > ± * * tf> * O "C 

aba**, *#fl9^n, m^mm, ny^^n, m&M, nm, %n, hn-f, &l< 

[0 0 3 2] 

&-$j&mtLxi*^ mu^<Di^\ B'&m<DBm&5-, m^mst^ m&^, 

[0 0 3 3 ] 
[0 0 3 4] 

<**Moffi#3W^I»XI±?&*»JS:fflv^, 7°n ^y--tf|fi#^?£, X^COPDOWX 
^BJO7 9 n^T--b-|S.«^J^C0PDc0^^X{4^«^. _h|5<7> J; -9 «:«^*^JST?«:-|h 

[0 0 3 5 ] 

fflv^it^tri^^ (Shapiro, S. D. Animal models for C0PD. Chest, 117: 223S-22 
7S, 2000) . Wx.tf»aiPBSJC}BiB LfzW^y * 9 -M y'J^yt^f 

[£jfctf 1 ] 

[0 0 3 6 ] 

fit) * C0PDKj% ^f^^fot, COPD^S^J Ojb* * fltB-t ^ HI£ * fir o fc 0 8 »C5 
7BL/6N-7 ^ x £ TIB 1 ~ 4 tCov^T 5 E1*oJi 0 

[0 0 3 7] 

(# 1 DAYllC, mm?BS 100 p L >> U > v-e^rtS^ LfcSf : contr 
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ol^7^) o 

(i2i) DAY1C, ft-^PBS 100^ L tC&ft L fcH*. 9 7. 9 - -If (SIGMA*fc«U 0. 3U) Sr 

v y >yt?^i*i^#L^P UttR«i : M^t*;^?* l) o 

(H 3 Sf ) DAY0*e>DAY20i -CRB Bt% T R XS4« 3 ^ h n - )V t LtflP 
BS 100^ LCSLfclpa7JV7'5 > (OVA, SIGMAtt®, 40^g) fcflUKrtiS^U 7* 
$?PBS 100// L £JRfli LfcHfcc v X * - (SIGMAtt® * * n ^#-f-E1250, 0. 3U) * . D 

ayii:->'j yyx-xmn&^Ltzw amm2 : mm^r^^^2) 0 

(SM i£) DAY0*?>DAY20i t?H5 0 »|PBS 100^ L KM L/ttf'j3> 

tr y h t r x (40 fx g) tjajei*ii9:# l , ftiiPBS ioo ^ l \zmm (s 

IGMAttM * 9 n ^#^-E1250, 0.3U)^DAY1C v U > yeJlf rtft-^ L jfcSE (Hi&ffl 
[ 0 0 3 8] 

f^TOT^^[iDAY2 l-e®i[XLfCo 2 0%^D*^vU y^^f^t 1 5 cmH20 

ffiW^*^5DXM1 2 0 0 (NIKONI) T?flJt »9 7 7 h tt A C T - 1 

(N I KONI) , Photoshop (Ad o b e 1±M) ~CJ1 W~ Q ^#fl«jjw{i#»**e> 9 > 

ft 6 UfM^HE^'fe^7^ Kj^&#BffW 5 fcSF^Mi* A C T- 1 &tr 0 Photosho 

p (Ad o b ettI)^fflv>tMSt3 0 0vOn^-^-^^'J F (It) 4o?|< 
o BM&Z<7)9'i) v FMo/:I^ix.^ 0 «x.tdT3iI*-ej*fc s F*&OJ0lfeOft5 (me 
an 1 inear intercept : Lm) ii3 0 O^On^-^ — /3=1 0 OvOn^ - ^ — & 
o -EWv^ XfflLm^6 iff® x 5 %5F x4^'J y K (jR) =1 2 K (iKL) £ 

* * #p tFWe 1 chO tt^tlftiff * ff o tz o 

[0 0 3 9] 

M^lftK (Hi If : controls *j X) fcttJHffc^fcajeflsiifc^ofc (81) o 
[0 0 4 0] 

-2k (i2i: Sl^f^v 7*1) ti^K KISM&JKjWK;** «9 > H^S^WCOPD** 
m$ktz (H2), 
[0 0 4 1 ] 

4 > ($3i: jfcJR^ f;w^^2) f4, ^ KflrlTJfeM^JA^ 19 , fgI&#iSTOC0PD^ 

m$&ft&^-?teco?i)<D$kmi±mffl-£ti%^z t&mwLtz (H3) 0 

[0 0 4 2] 

tu-r * i t o m 4 ) o 

[0 0 4 3] 

i2f, H3^, H4^C0LmW±&(±^tL^tL31.7, 69.0, 82.0, 30. 4^ >f * n J - * - 

rtfofc (85) o 

[0 0 4 4] 

p=2. 62xl0e-24) , |3S(»f 2 , p=4. 00xl0e-20) teJfc^fr*KC0PD*itttf 

[0 0 4 5] 

f4t (*H + M«5WK#v7^) tt, «li (control v 7^) fcJfc^Lafc** 
^{4&#>o7t 0 
[0 0 4 6 ] 

Bfrt 3: tCttlftU t4£i 3&n*B $ *l tz o 
[0 0 4 7] 
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V Yv ^xiSi±^fi«#\ ji9^^--H^J:oTff2ff$^^W^:Ja^T ? ;K7)C0PD^ 
[0 0 4 8] 

[HI] &im (controls 0»tI©IftIIf|T^ & (HEife, X40 

[0 2] & 2 i£ (M^T^W Wl) ^JltlJM^ilMHftt:^ ^> (HEM, X 
4 0f&) 

[S3] i3S (»f;w-^x2) <DB®.m<omWiMWte-?$>& (he^, x 

4 0f&) 

[in 4] m4m (mm+mmngc-s--??*) v>mm.i@i<nmmmmi%x~&& (hem 

, X4 0|g) 

[Hl5] % 1 ~ 4 %E<D-?V XCO, ^F±>J(7)Irij^<7)^$ (mean linear intercept: Lm) 
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X40S 
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